In 1942 Thevenard, on the basis of about 60 cases, described a clinical syndrome mainly represented by: (1) progressive trophic disturbances of the lower limbs, with mono-or bilateral relapsing ulcers and osteolytic lesions of foot bones; (2) dissociated anaesthesia of the extremities; (3) hypoexcitability or abolition of the deep reflexes, particularly the medioplantar and Achillean ones. The disease was shown to have a familial incidence, and subsequent studies disclosed either a recessive form (Peron et al., 1949) or a dominant form (Ortiz de Zarate, 1957) of inheritance.
Since the first description, many reports have been made on sporadic cases (Bureau et al., 1957; Granger, 1960;  Guaraldi, 1961; Mouren et al., 1964; Orioli and Gambetti, 1964; Alberca et al., 1973; Jusic et al., 1973) , where the main differences from the familial ones were: (1) the later onset (age 30-40 years); (2) the predominance of males; and (3) the concomitant history of malnutrition, hepatic disorder, and/or addiction to alcohol.
Several pathological conditions may resemble this syndrome including neural leprosy (Albert and Sanchez-Arroyo, 1958) ; Portuguese para- (Accepted 14 March 1975.) 740 amyloidotic neuropathy or 'mal des pesinhos' (Andrade, 1951) , inflammatory affections of the cauda equina (Barraquer-Ferre and BarraquerBordas, 1953a), Dejerine-Sottas disease (Bergouignan and Seilhan, 1957) , some familial cases of Charcot-Marie-Tooth disease (BarraquerFerre and Barraquer-Bordas, 1953b) , neurinomata of the cauda equina (Andre, 1951) , diabetes mellitus (Jacobs, 1958) , and other rare medullary and extramedullary affections (see Alberca et al., 1973, for extensive review) . In a general way, the pathological findings in both sporadic and familial cases are identical: an almost complete sensory denervation, with loss of myelinated fibres, axon deficiency, Schwann cell proliferation, and increase of epi-and perineural tissue. The distal portion of nerve trunks consisted almost entirely of endoneurium and Schwann cells (Granger, 1960; Jusic et al., 1973; Alberca et al., 1973) . soon extended to the other toes and was followed by trophic disturbances of the foot bones. Painless ulcers formed in the soles of both feet and osteolytic processes began to appear, mostly in metatarsal and phalangeal bones, which led to the amputation of the 5th digit of the left foot. Neurological examination was negative except for two areas of impaired sensibility: a perianal area, characterized by loss of temperature and pain sensation, and a second area, strictly limited to the lower portion of the legs, with the same alteration plus a tactile hypoaesthesia. Occasionally the patient complained of some episodes of dysuria.
Since 1965 remainder of the analysis. For the separation of basic amino acids, an Aminex spherical resin was used, contained in a column 25 cm high and internal diameter 8.4 mm. The temperature was 55.6°C. The efflux of the lithium buffers (pH 2.8 and pH 4.15) was 1.4 ml/min. Further details of the methods were described in previous reports (Mondino, 1967 (Mondino, , 1969a (Mondino, , b, 1970 Mondino et al., 1972a, b) .
The results were compared with a control group of 50 healthy volunteers. Five millilitres of cerebrospinal fluid were obtained by lumbar puncture, under the same preparatory conditions mentioned above. Standard examination (cell count, sugar and protein content, electrophoretic pattern) showed normal results. The free amino acid content was then evaluated with the same procedure used for serum, and the results were compared with a control group of eight persons previously utilized for another report (Mutani et al., 1974) .
RESULTS
No significant abnormalities of free amino acids were found in serum (Table 1 ) but a general alteration of the whole CSF free amino acid pool was present ( Table 2) . Most of the amino acids were increased in the CSF: for some of them the CSF content was only doubled, while for glycine it was 44 times higher. Glutamate was absent. l-methylhistidine and 3-methylhistidine, absent in normal individuals, were present in our patient.
DISCUSSION
Previous pathological examinations showed, in the familial cases, primary degeneration of paravertebral ganglia with consequent Wallerian degeneration of nerve trunks and loss of peripheral nerves; spinal axis involvement was a secondary process (Denny-Brown, 1951 ; Van Bogaert, 1953; Campbell and Hoffmann, 1964; Murray, 1973) . Clinical and ultrastructural studies by Schoene et al. (1970) Lassmann et al. (1970) . Scattered groups of atrophic muscle fibres, proliferation of their sarcolemmal nuclei and reduction of the number of the endplates were present also in muscle biopsies from patients suffering from sporadic forms reported by Granger (1960) and Jusic et al. (1973) . However, the finding of muscle involvement is not a constant feature. In our case, the histochemical data and the electromyographic pattern support the hypothesis of a nerve fibre involvement. Furthermore, the CSF free amino acid imbalance, not accompanied by a generalized alteration in serum, is quite indicative of a degenerative process of the nervous tissue. There is a rather impressive change in the CSF content of some amino acids which are relevant to the metabolism of the nervous system (mainly glutamate, glutamine, taurine, proline, glycine, alanine, tyrosine and phenylalanine) (Lajtha, 1969) .
Amino acids represent the intermediate step in the metabolic pathway which, starting from the proteins, leads to the final formation of urea and nitrogen. The data furnished by the literature on the CSF content of free amino acids in pathological conditions (Mutani et al., 1974; Plum, 1974) , as well as that on the CSF/serum free amino acid ratio (Monaco et al., 1975) , suggest that the cerebrospinal fluid is rather protected against variations of amino acid content that may occur both in brain and in serum. In other words, it seems that the finding of an amino acid imbalance in CSF is a rather clear sign of a degenerative process of the surrounding structures. We therefore believe that the primary disturbance is in the spinal nerve roots, involving both the sensory and the motor neurones, and being based on some yet unknown dysmetabolic process within the nervous tissue.
The vascular alterations disclosed by oscillometry could be secondary ones, in agreement with previous studies (Van Bogaert, 1953 ).
Our sporadic case shows also that the onset of the disease is not necessarily in later life, and that a history of malnutrition or systemic disorder is not always present. On the other hand, the great importance of everyday microtraumata of the feet should be stressed, since they may greatly worsen the clinical situation. In fact, since forbidding the patient to stand on her feet, we have not observed any further progression of the symptoms, because in this way we have prevented the inflammatory processes that may very easily develop in a tissue suffering from trophic disturbances. 
